A model of hypovolemic shock was developed in beagles to investigate whether the pharmacokinetics of a drug in development would be altered by shock. In this &dquo;fixed pressure&dquo; model the dogs were anesthetized with barbiturates (without atropine or other preanesthetics) and blood was withdrawn via catheters in the jugular and/or femoral veins over a 30-60-minute interval until mean arterial pressure reached approximately 40 mm Hg. This entailed removal of variable amounts of blood up to 75% of estimated blood volume. The hypovolemic, hypotensive state was maintained for 3 hr, after which the withdrawn blood was reinfused over 30-60 min. The dogs were monitored for 24-48 hr after the shock period at * Instructions to Authors Readers are invited to submit their own diagnostic challenges or unusual findings or to voice opinions and comments about the current lesion diagnosis or explanation. Cases for the &dquo;Tox Path Forum&dquo; should be sent to the Editorial Office with the following information: 1 ) species, sex, and age; 2) the nature/class of the test article (if any); 3) brief description and diagnosis; and 4) photographs or data. The information should not exceed two pages (including photographs). Submit both a hard copy and a diskette (Macintosh or PC) indicating version, to expedite rapid review and publication. Submissions will be reviewed for clarity and relevance to the journal readership. Comments and opinions may be sent to the editorial office or by e-mail to knkhan@searle. monsanto.com or morton.daniel@igate.abbott.com. which time they were sacrificed and necropsied. During the hypovolemic state the dogs exhibited reflex tachycardia (e.g., 240 vs 180 beats per minute at baseline) and slight azotemia (blood urea nitrogen and creatinine about 2X baseline). After the shock period the dogs showed mild to marked increases in alanine aminotransferase, aspartate aminotransferase, and creatine kinase. Typical lesions included myocardial necrosis in both ventricles, centrilobular necrosis in the liver with some bridging to portal triads, necrosis of the straight segments of the proximal kidney tubules, and focal hemorrhagic necrosis of the rectal mucosa. Although the lesions in this model have been previously described (1), toxicologic pathologists seldom have the opportunity to observe the reperfusion injury lesions resulting from hypovolemic shock. REFERENCE 1. Martin AM and Hackel MD (1963). The myocardium of the dog in hemorrhagic shock, a histochemical study. Lab. Invest. 12: 77-91. FIG. l.-Focal myocardial necrosis, right ventricle, 50 X. FIG. 2.-Centrilobular liver necrosis, SOX. FIG. 3.-Renal tubule necrosis, 50X
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